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IN THE CLAIMS; 



Claim 1 (amended) . A compound of Formula I: 




kpNHAR, 



-N-C-0(CH 2 ) n/ -N-C- (CH 2 ) n - 



O 
II 



•N- 



-S-(CH 2 ) nl 



R 1:L O 




Formula I 

wherein W, X, Y and Z are each independently selected from 
C-R 3 , C-R 4 , C-R 5 , C-R 6 and N (nitrogen) and that no more 
than two of W, X, Y and Z are N; 

wherein R 3 , R 4 , R 5 and Rg aire each independently 
hydrogen, hydroxy, sulfhydryl, lowen alkoxy (1-4 carbon 
atoms), lower thioalkoxy (1-4 carbon \toms) , lower alkyl 
(1-4 carbon atoms), halo, CN, CF 3 , N0 2 , \COOR 7 or NR 7 R Q ; 

wherein R 7 and Rg are independently laydrogen or lower 
alkyl (1-4 carbon atoms); 

M is oxygen or sulfur; 

A is selected from the group consis ting\of 
O 



0 
II 



■N-C-N- (CHo) 
I ' 
R ll R 12 



■N-C-N- (CH 2 ) n , 



R ll R 12 
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NH> 

-N-C-N-\CH 9 ) n , 
I I 
R ll R 12 



NCN 
II 

N-C-N- (CHo) n , 
R ll R 12 



N-N0 2 
-N-C-0- (CH 2 ) n , 

R ll 



NH 
II 



NCH- 



v N-C-0- (CH 2 ) n , -N-C-N- (CH 2 ) n , 
R\i R 13 _ R 12 



N-NOo 

II 

N-C-N- (CH ? ) n , 
I I 
R ll R 12 



•N-C-N-S6« (CH,)_, 
I I 



R ll R 12 



•N-C-(CH 2 ) n , -N S-N-(CH 2 ) 

R 



n' 



L ll 



R ll ° R 12 



C-N-S0 2 (CH 2 ) n - 



R ra R i2 



-O-C-N- (CH 2 ) n , 



R 



11 



o 



■o-c-(CH 2 ) n , -o-e-^N- (CH 2 ) n 



•O-S-N- (CH ? ) n< 

II I 2 n 

O R^j 



O S 

II II 
•0-C-0(CH 2 ) , -0-C-(CH 2 ) n , and -0-(CH 2 ) , 




wherein R-^ anc * R 12 are independently hydroglen or 
lower alkyl (1-4 carbon atoms); n = 0 or 1; \ 
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\ R-l and R 2 independently are: 
an a^kyl of 1 to 6 carbon atoms, 

unsubsHiituted, mono or polysubstituted phenyl or 
polyaromatic , 

unsubstituted, mono or polysubstituted heteroaromatic, with 
hetero atofri(s) N (nitrogen) , 0 (oxygen) and/or S (sulfur) 
or, \. 
unsubstituted, mfcmo or polysubstituted aralkyl, 
unsubstituted, moms or polysubstituted cyclo or 

polycycloalkyl hyd^carbon, or 
mono or polyheterocyclev (3 to 8 atoms per ring) with one to 
four hetero atoms as N (W-trogen) , O (oxygen) or S 
(sulfur) ; and /\~ 

wherein the sukstrtutions a^e selected from 

- hydrogen \ 

- lower alkyl of 1-4 carbon\tor 

- (CH 2 ) i OR 13 

- (CH 2 ) iS R 13 

- trif luoromethyl 

- nitro 

- halo 

- cyano 

- azido 

- acetyl 



*16 ^ 



C — 
I 

^15 J 



-COOR 



13 
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(dH 2 ) i OC(O) R 13 



~S(0) j J? 13 



15 / 



*16 ^ 



< *15 J 



- (CH2>-l - tetrazole, and 

- polyhydroxy alkyl or cycloa\kyl of from 5 to 8 carbon 
atoms , 

wherein i afnd j are in<lepende?rfej^ 0 , 1 , 2 , 
R 13' R 14' R 15' R 16 a3 ^ each independently hydrogen, lower 
alkyl (1-4 carbon atoms) , alkaryl o^ from 7 to 10 carbon 
atoms ; 

NR 13 R 14 is also\mono or bicycMc ring with one to 
four hetero atoms as N,0,s\ 

provided that when\w, X, Y and Z^ are each C-R3 
C-R 4 , C-R 5 and C-Rg and R3 , R^ R 5 and Rg aVe hydrogen and 
A is 

O 

II 

NH — C — and R^ is unsubs tituted phenyl, then R 2 cannot be 
unsubsti tuted phenyl; 

further provided that when W, X, Y and Z af^ each 

C-R 3 , 
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C-R 4 , C-R 5 , and C-R g and R 3 , R 4 , R 5 and R g are hydrogen or 
halo^pn and 

O 

, II 

A is — NH^— C — NH — , and 

M is oxygen^ and 

R 2 is unsubstituted or mono substituted phenyl and wherein 

substitution is. chloro, bromo, butyl, n-butoxy, iso-butoxy, 

then R^ cannot be^nsubsti tuted or mono substituted phenyl, 

or unsubs tituted naphthyl wherein substitution is chloro or 

bromo; \ 

furthermore\provided that when W, X, Y and z are 

each C-R 3 , C-R 4 , C-R 5 ,\nd C-R g and R 3 , R 4 , R 5 and R g are 

hydrogen or halogen and 

S 
II 

A is — NH — C — NH — , and 
M is oxygen, and 
R^L is unsubs tituted phenyl ,\ unsubs tituted benzyl, 
unsubstituted naphthyl or mono substituted phenyl wherein 
substitution is halogen, methyl, n -butyl or methoxy, then 
R 2 cannot be: a) unsubs t i tut^4--^)t}^nVvl ; b) unsubstituted 
naphthyl; c) unsubstitutedf benzyl; dT^s^ono substituted 
phenyl wherein substitution's halogen, metn^-l^ri - butoxy , 
iso-butoxy, or methoxy; [orJ v e) disubs\i tuted phenyl 
wherein substitution is methyl 

Claim 2 (amended) . The compound of claim 1 wherein: 
W and Y are each independently C-R 3 , c\r 5 or N, 
X and Z are each independently C-R 4 or OcR g , 
wherein R^ , R 4 , R^ and R g are each independently 
chlorine, bromine, iodine, carbmethoxy, carboxy, metnpxy, 
methyl, thio, thiomethyl, thioethyl, and hydroxy; 
M is O or S; 
A is selected from 
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\ 



L\ 



o 



N-C-0 (CH 2 ) n , -N-C- (CH 2 ) n - 



R 



11 



-N-C-N- (CH 9 ) \ 
II 
R ll R 12 



NCN 



■N-C-N- (CH 9 ) n , 
II 2 
R ll R 12 



■N-C-N- (CHp) n , 
II 



^ R ll R 12 




NS0 2 / 



R ll R \v2 



NH 

II 

-N-C-N- (CH 2 ) n , 
II 
R ll R 12 



O 



■O-C-N- (CH 2 ) n , and 



N-NOo 

II \ 
-N-C-N- (GH 9 ) n 

I I 



^12 



R ll R 12 



wherein and R 12 are ind^^den\lyliy-d^ogen or alkyl oi 

from 1 to 4 carbon atoms, jn is 0 or XL; 

R^ and R 2 are independently an unsubstituted, 
mono or polysubs tituted 
phenyl , 
pyridyl, 
pyrrolyl, 
f uranyl , 
thiof uranyl , 
pyrimidinyl , 
indolyl , 
quinolinyl, 
quinaxolinyl ; or 

a cyclo or polycycloalkyl hydrocarbon of 6 to 12 cai^on 
atoms ; 

wherein [the substituents are of claim 1, having? 
up to three substituents per ring are present , 
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Claim 3 (amended) . The compound of claim 1 wherein: 
w is C-R 3 or N wherein R 3 is selected from 
hydrdqen, chlorine, bromine, iodine, methoxy, and methyl; 

X is C-R^ wherein R4 is selected from hydrogen, 
chlorine ,\hydroxy, methoxy, sulfhydryl and thioethylether ; 

K is C-R 5 wherein R 5 is selected from hydrogen, 
chlorine, broqiine, iodine, methoxy, methyl, carboxy, and 
carbmethoxy ; 

Z is C-^Rg and N, wherein R g is hydrogen; 
M is oxygen or sulfur; 
A is selected from 




■N C N-S0 2 - , -N-C-O- (CH 2 ) n 



R ll R 12 



•0-C-N- (CH 2 ) n - , -N-C-N- (CH 2 ) n / and 
Ri o R^ 1 R 12 



-N-C- (CH 2 ) n , 
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wherein R 1:L and R 12 are hydrogen; 
n i\0 or 1; 

R-L and R 2 are independently phenyl, 
mono or ^plysubstituted phenyl, 
pyridyl, 
pyrrolyl, 
f uranyl , 
thiof uranyl , 
pyrimidinyl , 
indolyl, 
quinolinyl, 
quinaxolinyl [ ; 

wherein sijLbstituti6*is af^e v the same as in claim 

1] . 



Claim 4 (amended 
M is sulfur, 



compound of claim 1 wherein: 



O O 

II II 
NH C or NH C NH [ , 

and W, X, Y, Z, R n and R 9 are as in claim 1]N V 



In Claim 5, add a " . " after the structure. 

s 

In Claim 6, add a " . " after the structure, 



Claim 7 (amended) . The compound of claim 1 

wherein: 
M is oxygen; 

O 



A is O 
II 

NH O 



or 



-NH C NH 



W, X, Y, and z are selected from C\R 
N and at least one and no more tha 
are N. [R^, R 2 / R3, R4 , R5 and Rg a 
1.] 




, C-R 5 , C-Rg anc * 
W, X, Y and Z 
ined in claim 
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In Claim 8, add a "." after the structure. 



In Claim 9, add a "." after the structure, 



\Claim 10 (amended) . The compound of claim 1 
having the \tructure : 




N^NHNH— C — R, 




2? 



wherein R x is hyd-roxy, sulfhydryl, lower alkoxy 
(1-4 carbon atoms), lower tnsioalkoxy (1-4 carbon atoms), 
lower alkyl (1-4 carbon atoms )\ halo, CN, CF 3 , N0 2 , COOR 7 
or NRyRg , where x=0 - 3 ; 

wherein R 7 and Rq are independently hydrogen or 
lower alkyl (1-4 carbon atoms) [; \ 

R^ and R 2 are as defined in\prmula I] 



Claim 11 (amended) . The/ compound of claim 1 

wherein: 

W, X, Y and Z are selected from C-R3A C-R 4 , C\R 5 and C-Rg, 
M is oxygen; 

A is O 0 

ll II 

NH C or NH C NH , 

R-^ and R 2 cannot both be phenyl in the samev compound^; and 
R 3 ' R 4 ' R 5 anc * R 6 are as def i ne d i n claim 1] 



Claim 12 (amended) . The compound of claim 1 whereii 
M is S (sulfur) ; 

[W, X, Y, Z, and R 2 are as defined in claim 1; and] 
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In Claim 13, add a " . " after the structure. 



^Claim 14 (amended) . The compound of claim 1 

wherein: 

w, X, Y and Z are "Elected from C-R 3 , C-R 4 , C-R 5 , and C-Rg 
wherein R 3 , R 4 > / ^ t ^~ and^g-^Lare as defined in claim 1 except 
none can] cannot be hydrog^n^or halogen; 
M is oxygen; 
A is S 

— NH — C — NH — [ ;\ and 

and R 2 are as defined in claim 1] 



Claim 16 \( amended) . The compound of claim 1 

wherein: 

W, X, Y, and z\re each independently selected 
from C-R 3 , C-R 4 , C-R 5 , C-Rg .ai%<^wher£in R3 , R 4 , R 5 and Rg 
are independently selected from n^roxy, sulfhydryl, lower 
alkoxy, lower thioalkoxy, lower alkyrxCN, CF3, N0 2 , COOR 7 , 
NRyRg, wherein R 7 and Rq are a^ def ined^iji claim 1; 

M is oxygen [ ; and 



• 
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and R2 are as defined in claim 1] 




Cla!bm 17 (amended) . The compound of claim 1 

wherein: 

W, X, Y aftd Z are each independently selected 
from C-R3, C-R 4 , C-R 5 , (Ss^Rg and wherein R3 , R 4 , R 5 and Rg 
are as defined above butX^they cannot be hydrogen or 
halogen; 

M is oxygen; 
A is O 



NH C NH 



and R 2 are as 




wherein: 
A is O 



Claim 19 (amended) . The compound of claim ^1" 



-NH C O r NH C NH ; 



R2 is 



( *16 



V ^15 J 



COOR 12 , or — C 6 H t 



6"5 



( ^16 ^ 



^ 15 Ji 



or 



*16 N 

I 

C — 
I 

■^15 ) 



CONR^R^ 
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1 



R 13 and R 14 are each independently selected from 
hydrogen, methyl, ethyl, t -butyl, and benzyl; 

wherein R 15 and R 16 are independently selected 
from hydrogen, methyl and ethyl; 

i is O or 1; 

M is O (oxygen) [; and 

w, X, Y, Z and R 2 are as defined in claim 1] . 
In Claim 20, delete "of claim 1". 

/ 

In Claim 21, at line 19, on page 99, delete the 
word ^jdichoro" and insert instead "dichloro"; and at line 
20, put a "]" after the word "phenyl". 

Claim Z2 (amended) . [The] A compound [of Claim 
1 is] selected fronkthe group consisting of: 

2 - Thioxo- 3 -o- tolyl -2 /3 -dihydro- 1H- quinazolin-4 -one 

3- (2 -Ethyl -phenyl) - 2 - tnloxo-2 , 3 -dihydro- 1H- quinazolin-4 -one 
3- (4 -Chloro- phenyl) -2 - thrts^xo-2 , 3 -dihydro- lH-quinazolin-4 

-one 

3- (2, 3 -Dichloro -phenyl) -2 - thib^co-2, 3 - dihydro - lH-quinazolin 
- 4 - one 

3- (3 -Fluoro- phenyl) -2 - thioxo-2 , 3 -Xihydro- lH-quinazolin-4 
-one 

3 -Naphthalen- 1 -yl-2 - tioxo-2 , 3 - dihydro,- 1 H - gu inazol in - 4 - one 
3- (3 -Methoxy- phenyl) - 2 - thioxo - 2 , 3 -dihydro- lH-qu-itiazolin-4 
-one 




[2 -Hydrazio-2 - (3 -methoxy -phenyl) - 3H-qud_nazolin-4 -one] 
3- (3 -Dime thylamino- phenyl) -2 -thioxo-2, 3\dihydro-lH 

-quinazolin-4 -one 
3- [4- (Morpholine-4 -sulf onyl) -phenyl] - 2 - thidxo- 2 ^ -dihydro 

- 1H- quinazolin-4 -one 
3 -Pyridin- 3 -yl-2 - thioxo-2 , 3 -dihydro- 1H- quinazolin-4 Npne 
3- (4 -Methoxy -phenyl) -2 - thioxo-2 , 3 -dihydro - lH-quinazolrq -4 

-one 
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v 3- (3 - isopropoxy- phenyl) -2 - thioxo-2 , 3 -dihydros -lH-pyrido 

[2 , 3 -d] pyrimidin-4 -one 
3 - (S3 , 4 - Dimethoxy - phenyl ) - 2 - thioxo -2,3- di hydro - 1H - 
quina\olin-4 -one^ 



Claim 23 (amended) . [The] A compound [of Claim 1 is] 
selected from the group consisting of: 
J5 -Hydrazino\3 -o- tolyl - 3H-quinazolin-4 -on^ 
3- (2 -Ethyl -pheWl) - 2 -hydrazino- 3H-quinazolin-4 -one 
p- (4 -Chloro -phenyl) -2 -hydrazino- 3H-quinazolin-4 -one| 
3 - (2 , 3 -Dichloro-pnenyl) - 2 -hydrazino- 3H-quinazolin-4 -one 
£3 - (3 -Fluoro-phenyl\- 2 -hydrazino- 3H-quinazolin- 4 -onej 

2 - Hydraz ino - 3 - naphtha^en - 1 - yl - 3H - quinazolin - 4 - one 

2 -Hydrazino- 3 - ( 3 - me thoxy- phenyl) - 3H-quinazolin- 4 -one 
0- (3 -Fluoro- phenyl) -2 -hydrazino-3H-lquinazolin-4 -oneQ 

3 - (3 -Dimethylamino-phenyl)\2 -hydrazino- 3H-quinazolin-4 -one 
2 -Hydrazino- 3 - [4- (morpholine\;4 - sulf onyl) -phenyl] -3H 

-quinazolin-4 -one 

2 - Hydrazino- 3 -pyridin- 3 -yl - 3H- quinazolin -4 -one 
£5 -Hydrazino -3 - (4 -methoxy- phenyl K 3H- quinazolin- 4 -on^J 

3- (3 -Amino -phenyl) - 2 -hydrazino- 3H-quinazolin-4 -one 
2 -Hydrazino- 3 - (3 - isopropoxy -phenyl) - \p-pyrido [2 , 3 

•d] pyrimidin-4 -one 



3- ( 3 , 4 -Dimethoxy -phenyl) -2 -hydraz i 



Claim 24 (amended) 
1] of Formula I : 




inazolin-4 -one , 



[The] A compoilnd^of Claim 



Formula I 
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wherein w, X # Y and Z are each independently selected from 

C-R fl \c-R 5 , C-R 6 and N (nitrogen) and that no more than two 
of W, X, Y and Z are N; 

\ wherein R 3 , R 4j R 5 and R £ are each independently 

hydrogen, \hydroxy, sulfhydryl, lower alkoxy (1-4 carbon 



atoms), lower thioalkoxy (1-4 carbon atoms), lower alkyl 
(1-4 carbon adorns), halo, CM, CF 3 , NO o . COOR 7 or NR 7 Rq; 

wherein R 7 and R q are independently hydrogen or 
lower alkyl (l-4\carbon atoms); 



M is oxygen or sulfur; 
A is selected from the group consisting of: 
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S 
II 



C-(CH 2 ) n , -N S-N-(CH 2 ) n , -N-C-N-S0 2 (CH 2 ) n - , 



R ll 0 R 12 




i I 



R ll R 12 



O \o S 

II \| II 

■O-S-N- (CH 2 ) n , -O-CS^ (CH 2 ) n , -O-C-N- (CH 2 ) n , 



O R 



R 



11 



o s 

II II 

-0-C-0(CH 2 ) n , -O-C- (CH 2 ) n \ and -0-{CH 2 ) n , 



wherein R ^ ^ and R ^ \ are independently hydrogen or 
lower alkyl (1-4 carbon ^a-tomsA; n = 0 or 1; 

is alkyl/of 1 to 6\carBen atoms, 
[wherein] RU is 

unsubstituted, mono \ or polysubstituted phenyl or 
po ly a r oma tic, 

unsubstituted, mono or po\ysubstituted\heteroaromatic, with 
hetero 

atom(s) N (nitrogen), d\ (oxygen) andVor S (sulfur) or, 
unsubstituted, mono or polysubstituted aralkyl, 
unsubstituted, mono or polysubstituted cyc\o or 

polycycloalkyl hydrocarbon, or 
mono or polyheterocycle (3 to 8 atoms per ring\ with one to 
four hetero atoms as N (nitrogen) , O (oxygen) or S 
(sulfur) ; and 

wherein the substitutions are selected f\om 

- hydrogen 

- lower alkyl of 1-4 carbon atoms, 
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\< CH 2>i OR 13 
" (^ 2 )i SR 13 





V *13 / 



^13*14 
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CONHS0 2 R 13 



(CH 2 ). OC(O) i? 13 N 




I 

V *15 / 



-S(0)j R 13 



(CH 2 ). OC(O) R X3 
[ , and] 



-S(0)j R 13 




, and 
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v 16 



-S(O) jNR 13 R^ 




NR 13^14 ^ s also m Q n Q ° r bicyclic ring with one to 
four hetero atoms as N,0,S; 

provided that when W, X, Y and Z are each C-R 3 , 
C-R^ , C-R 5 and C-r\ and R 3 , R d , R 5 and R 6 are hydrogen and 
A is 

0 

NH — C — and R 1 is unsubstituted phenyl, then Ro cannot be 
unsubstituted phenyl; 

further provided hhat when W, X , Y and Z are each 

C-R ^ , C-R 5 , and C-R 6 and R 3 , R^_ R E and R E are hydrogen or 
halogen and 

O 

ll 

A is — NH — C — NH — , and 
M is oxygen, and 
R2 is unsubstituted or mono 




enyl and wherein 



substitution is chloro, bromo, butyl, n-butoxy, iso-butoxy, 
then R 1 cannot be unsubstituted or mono substituted phenyl, 
or unsubstituted naphthyl wherein substitution is chloro or 
bromo; 

furthermore provided that when w, X, Y\ and Z are 



each C-R 



3^- 



C-R 



4j_ 



C-R 5 , and C-R 6 and R 3, 



-^4-^-^5 



are 



hydrogen or halogen and 

S 
II 

A is — NH — C — NH — , and 
M is oxygen, and 
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is unsubstituted phenyl, unsubstituted benzyl, 
unsubstituted naphthyl or mono substituted phenyl wherein 
substitution is halogen, methyl, n-butyl or methoxy, then 
Ro cannot be: a) unsubstituted phenyl; b) unsubstituted 
naphthyl; c) unsubstituted benzyl; d) mono substituted 
phenyl wherein substitution is halogen, methyl, n-butoxy, 
iso-butoxy, or methoxy; e) di substituted phenyl wherein 
substitution is methyl or f) alkyl. 



In Claim 25, at line 1 delete "21" and insert 
instead "24". 




Claim 26 ((amended) . A compound having the 



structure ; 



fnT\V NHAR| 

M 



Formula I 



wherein W, X, Y and Z are each independently selected from 



C-R, 



C-R> 



C-R c 



, C-Rr- and N (nitrogerh -^nd that 



no more 



than two of W, X, Y and Z are N; 



wherein R 3 , R 4 , R 5 and Rg arexeach independently 
hydrogen, hydroxy, sulfhydryl, lower alkoxy (1-4 carbon 
atoms), lower thioalkoxy (1-4 carbon atoms )\ lower alkyl 



C00R 7 or NR 7 R Q j 



(1-4 carbon atoms), halo, CN, CF 3 , NO- 

wherein R 7 and Rg are independently hydrogen or lower 
alkyl (1-4 carbon atoms); 

M is oxygen or sulfur; 
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A rs selected from the group consisting of: 

0 \ O 

II \ II 

•N-C-0(CH 2 ) n \ -N-C- (CH 2 ) n -, 

Ri 




R ll ° 



NH 
II 

N-C-N- (CH 2 ) n 



R ll R 12 



N-N0 9 
II 

N-C-0- (CH 2 ) n , 
R ll 



N-NO- 



-N-C\N- (CH 2 ) n , -N-C-N- (CH 2 ) n , 
Ri i R\o r 11 r 12 



-N-C-N- (CH 9 , 

I I 

R 11 R 12 



NH 

II 

-N-C-0- (CH 2 ) n< 
R ll 



O 
II 



\ NCHo 

\ll 3 
-N-CN- (CH ? ) n , 

R-i -i Ri 



-N-C-N- (CH 2 ) n , -N-C-N-S0 2 (CH 2 ) n 



R ll R 12 



N-C- (CH 2 ) n< 



^11 



R ll R 12 



N-S-N- (CH 2 ) n< 
I II I 




R ll° R 12 



-N-C-N-S0 2 (CH 2 ) n \ 



R ll R 12 



O 
II 

•O-C-N- (CH 2 ) n , 
R ll 
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-0-S-N-\CH 2 ) n / -O-C- (CH 2 ) n , -O-C-N- (CH 2 ) nl 



O R 



11 



O \ S 

-0-C-0(CH 2 ) nf -^-C-(CH 2 ) n/ and -0-(CH 2 ) nJ 



wherein R 1:L and R 12 are independently hydrogen or 
lower alkyl (1-4 carbon atoms); n = 0 or 1; 

R^ and R 2 independently are: 
an alkyl of 1 to 6 carbon atoms, 

unsubstituted, mono or polysubsti tuted phenyl or 
po ly a r oma tic, 

unsubstituted, mono or polysuh.stituted heteroaromatic, with 
hetero atom(s) N (nitrogen) , XD (oxygen) and/or S (sulfur) 



or, 



unsubstituted, mono or polystlbstiouted aralkyl, 
unsubstituted, mono or polyslibstitu^ed cyclo or 

polycycloalkyl hydrocarbon, \pr 
mono or polyheterocycle (3 to 8^atoms p'ter ring) with one to 
four hetero atoms as N (nitrogen) XJ3 (oxygen) or S 
(sulfur) ; and 

wherein the substitutions aire selected from 

- hydrogen 

- lower alkyl of 1-4 carbon atoms, 

- (CH 2 ) i OR 13 
( CH 2 ) ^ SR^3 

- trif luoromethyl 

- nitro 

- halo 

- cyano 

- azido 

- acetyl 
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(CH 2 ). OC(O) R 12 



*i 6 ^ 



15 / 



(CH 2 ). OC(O) R 13 




SiO)] R 13 



and 



v 16 



5 / 



~S(0)jNR^Ri 



wherein i and j are independently 0, \, 2, 
R 13' R 14' R 15' R 16 are each independently hydrogen, lower 
alkyl, alkaryl of from 7 to 10 carbon atoms; and \ 

NR23R14 may [is] also be mono or bicycuic ring 
with one to four hetero atoms as N, 0, S . 
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Claims 30-40, cancel without prejudice, 



Please add the following new claims 



41. (New) t A method for treating a condition 

\ 

advantageously affected by the binding of the compound of 
Formula I to a CCK receptor in a mammal in need of such 
treatment comprising providing an effective binding amount 
of the compound of Formula\l: 



M 




Formula I 



wherein W, X, Y and Z are each independently selected from 
C-R 3 , C-R 4 , C-R 5 > C-Rg and N (nitrogen^ and that no more 
than two of W, X, Y and Z are N; \^ 

R 4' R 5 and R 6 are ea \ < tl 1 independently 



wherein R-: 



-A 



hydrogen, hydroxy, sulfhydryl, lower alkoxy (1-4 carbon 
atoms), lower thioalkoxy (1-4 carbon atoms), lower alkyl 
(1-4 carbon atoms), halo, CM, CF 3 , N0 2 , COOR 7 or NR 7 R 8 ; 

wherein R 7 and Rg are independently hydrogen or lower 
alkyl (1-4 carbon atoms); \ 
M is oxygen or sulfur; \^ 
A is selected from the group consisting of: 
O \ 



o 

II 



-N-C-0(CH 2 ) n , -N-C- (CH 2 ) n -, 



^11 



L ll 



\ 



\ 
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&- (CH 2>n' 




O S 

II II 
-N-C-N- (CH 2 ) n , -N-C-N- (CH 2 ) n , 



R ll R 12 



NCN 



R ll R 12 



N-C-N- (CH 2 )^ -N-C-N- (CH 2 ) n , 



R ll R 12 



N-NO- 



' . R ll R 12 



- V NH 



NCH- 



■N-C-0- (CH 2 ) n , -N-C-0- (CH 2 ) n , -N-CN- (CH 2 ) n , 
I III 



^11 



R 11 R 12 



N-NO- 



O 



N-C-N- (CH 2 ) n , -N-C-N-S0 2 (CH 2 ) n , 



R ll R 12 



R ll R 12 



■N-C- (CH 2 ) nl 
R ll 



o s 

II II 1 

N-S-N- (CH 2 ) n# -N-C-N-S0 2 (CH 2 ) n - 



R ll° R 12 



R ll R 12 x 



O 



O-C-N- (CH 2 ) n< 



O-S-N- (CH 2 ) n , 



O R 



11 



0-C-(CH 2 ) n , -O-C-N- (CH 2 ) n , 

R 11 



O S 

II II 
0-C-0(CH 2 ) , -0-C-(CH 2 ) n , and -0-(CH 2 ) n , 
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\ 



wherein and R 12 are independently hydrogen or 

lower^alkyl (1-4 carbon atoms); n = 0 or 1; 

and R 2 independently are: 
an alkyl^qf 1 to 6 carbon atoms, 

unsubsti tutted, mono or polysubstituted phenyl or 
po 1 y a r oma t i c , . 

unsubstituted, mono or polysubstituted heteroaromatic, with 
hetero atom(s) JST (nitrogen) , O (oxygen) and/or S (sulfur) 
or, ' ■ 

unsubstituted, mono or polysubstituted aralkyl, 
unsubstituted, mono or polysubstituted cyclo or 

polycycloalkyl hydrocarbon, or 
mono or polyheterocycle (3 to 8 atoms per ring) with one to 
four hetero atoms as N (nitrogen), O (oxygen) or S 
(sulfur) ; and 

wherein the substitutions are selected from 

- hydrogen 

- lower alkyl of 1-4 carbon atoms, 

- (CH 2 ) i OR 13 
(CH 2 ) 1^1^13 

- trif luoromethyl 

- nitro 

- halo \ 

- cyano 

- azido 

- acetyl 



*16 ^ 



COOR^ 



*15 
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V ^15 ) 



-M? 13 i? 14 



R 



16 



v 15 



-CONHSO z R 13 



(CH 2 ) OC(O) R. 



S(O) j R 13 



(CH 2 ) i 0C{0) i? 13 



( R 16 ^ 



V ^15 li 



-S{0)j R 13 
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and 



v 16 



l 15 / 



wherein i and j are independently 0, 1, 2, 
R 13' R 14' R 15 # R 16 are each independently hydrogen, lower 
alky, alkaryl of from 7 to 10 carbon atoms; and 

NR 13 R 14 -*- s also mono or bicyclic ring with one to 
four hetero atoms as N,0,S. 



42. (New) A method of reducing gastric acid 
secretion in a mammal comprising administering an effective 
gastric acid secretion reducing amount to a mammal in need 
thereof a compound of Formula I: 
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x rV ? V NHARl 





M 



a I 



wherein w, X, Y and\ Z are each independently selected from 
C-R 3 , C-R 4 , C-R 5 , C^Rg and N (nitrogen) and that no more 
than two of W, X, Y and Z are N; 

and Rg are each independently 
hydrogen, hydroxy, sulfh^dryl, lower alkoxy (1-4 carbon 
atoms) , lower thioalkoxy (\-4 carbon atoms) , lower alkyl 



COOR 7 or NR 7 Rq 



(1-4 carbon atoms) , halo, Cn\cf 3 , NO : 

wherein R 7 and Rg are independently hydrogen or lower 
alkyl (1-4 carbon atoms); 

M is oxygen or sulfur; 

A is selected from the group ^d^nsis ting of: 

O O 

II II 
-N-C-0(CH 2 ) n , -N-C- (CH 2 ) n -, 



R 



11 



R 



11 



-ra- 



il II II 

-S- (CH 2 ) n , -N-C-N- (CH 2 ) n , -N-C-N- (CH 2 ) n< 



R ll 0 



R ll R 12 



R ll R 12 



NH 



NCN 



N-C-N- (CH 2 ) n , -N-C-N- (CH 2 ) n , 



R ll R 12 



R ll R 12 
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-NO' 



NH 



NCH- 
II 



■N-C-\- (CH 2 ) n , -N-C-0- (CH 2 ) n , -N-CN- (CH 2 ) n , 



R 



11 



. 11 



R 11 R 12 



N-NO 



■N-C-N- (CH 9 ) A 
II 2 
R ll R 12 



•N-C-N-S0 2 (CH 2 ) n< 



^ R ll R 12 



■N-C- (CH 2 ) n , 



R 



-N-S-N\(CH 9 ) n , -N-C-N-SO, (CH ? ) n - 
I II I ' ' 2 



11 



R ll° R 12 



R ll R 12 



-O-C-N- (CH 2 ) n , 
R ll 



O O S 

II II 
-O-S-N- (CH 2 ) n , -0-C-(CH 2 ) n , -O-C-N- (GH 2 ) n , 




O R 



11 



c ll 




o s 

II II 

-0-C-0(CH 2 ) n , -O-C- (CH 2 ) n , and -O- (CH 2 ) 

wherein and R 12 are independently ^hydrogen or 

lower alkyl (1-4 carbon atoms); n = 0 or 

R-L and R 2 independently are: 
an alkyl of 1 to 6 carbon atoms, 

unsubstituted, mono or polysubstituted phenyl or 
poly aroma tic , 

unsubstituted, mono or polysubstituted heteroaromatic, with 
hetero atom(s) N (nitrogen) , O (oxygen) and/or S (sulfur) 
or, \ 
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lsubstituted, mono or polysubsti tuted aralkyl, 
un&ubstituted, mono or polysubstituted cyclo or 

polycycloalkyl hydrocarbon, or 
mono o\polyheterocycle (3 to 8 atoms per ring) with one to 
four hetero atoms as N (nitrogen) , O (oxygen) or S 
(sulfur) ; ^and 

wn^rein the substitutions are selected from 

- hydrogen 

- lower alkyl o!\l-4 carbon atoms, 

- (CH^iOR-^ 

- (CH 2 ) i SR 13 

- trif luoromethyl 

- nitro 

- halo 

- cyano 

- azido 

- acetyl 



I *16 N 



V *15 ) 




-COOR 13 



CONR^R^ 




and 
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S(0)j R 13 




wherein i and j are independently 0, 1, 2, 

are each independently hydrogen, lower 
alky, alkaryl of from 7 to 10 carbon atoms; and 

NR 13 R 14 is also mono or bicyclic ring with one to 
four hetero atoms as N\0,S. 



43. A method of reducing anxiety in a mammal, 
comprising administering an effective anxiety reducing 
amount to a mammal in need thereof a compound of Formula I: 



vv 




Formula I 



wherein w, x, Y and Z are each independently selected from 
C-R 3 , C-R 4 , C-R 5 , C-Rg and N (nitrogen) and that no more 
than two of W, X, Y and Z are N; 

wherein R3 , R 4 , R5 and Rg are each independently 
hydrogen, hydroxy, sulfhydryl, lower alkoxy (1-4 carbon 



# 
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eta 



atsoms) , lower thioalkoxy (1-4 carbon atoms), lower alkyl 
(l-^ carbon atoms), halo, CN, CF 3 , N0 2 / COOR 7 or NR 7 R 8 ; 

herein R 7 and Rg are independently hydrogen or lower 
alkyl Yl-4 carbon atoms) ; 

M is, oxygen or sulfur; 

A is \elected from the group consisting of: 



•N-C-0(CH 2 ) n , Y C - (CH 2>n-' 



-N S- (CH 2 ) n 



-N-C-N- YcH 9 ) n , -N-C-N- (CH 9 ) nl 
I I V I I 




NH 
II 

-N-C-N- (CH 2 ) n 



R ll R 12 



N-NO 



-N-C-0- (CH 2 ) n 



N-NO- 



N-C-N- (CH 2 ) n 



R 11 R 12 



N-C-0- (CH 2 ) n< 
Ri 



O 
II 

-N-C-N-S0 2 (CH 2 ) n , 
R ll R 12 



S 
II 

■N-C- (CH 2 ) n , 



O 
II 



R 



■N-S-N- (CH 9 ) -N-C-N-SO, (CH,) n - , 
I II I 2 n | ' 2 n 



11 



R ll° R 12 



R ll R 12 
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O 
II 

•O-S-N- (CH 9 )\ 
II I 

O R ±1 



O 
II 

-O-C- (CH 2 ) n , 



S 

II 

■O-C-N- (CH 2 ) n/ 
R ll 



O 

II II \ 

■0-C-0(CH 2 ) n , -O-C- (vCH 2 ) n , and -o-(CH 2 ) n , 




heteroaromatic, with 
d/or S (sulfur) 

aralkyl, 
clo or 



wherein R^^ and X12 are independently hydrogen or 
lower alkyl (1-4 carbon eistoms) ; n = 0 or 1; 

R^ and R 2 independently are: 
an alkyl of 1 to 6 carbon atoms, 

unsubs tituted, mono or polysubs tituted phenyl or 

po ly a r oma tic, \ 
unsubs tituted, mono or poly subsFi tut* 

hetero atom(s) N (nitrogen) 

or, 

unsubs tituted, mono or polysub 
unsubs tituted, mono or polysub 
polycycloalkyl hydrocarbon, 

mono or polyheterocycle (3 to 8 atoms p^r ring) with one to 

\ \ 

four hetero atoms as N (nitrogen) , O (oxygen)\ or S 
(sulfur) ; and 

wherein the substitutions are selected\ f rom 

- hydrogen 

- lower alkyl of 1-4 carbon atoms, 

- (CH 2 ) i OR 13 
(CH 2 ) ^SR^3 

- trif luoromethyl 

- nitro 

- halo 



# 
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V "15 Ji 



CONHS0 2 R x% 



(CH 2 ). OC(O) R 13 



15 J 



S(O) j R. 



13 



(CH 2 ). OC(O) i? 13 



I 

V ^15 / 



SiO)] R 13 



and 



— c — 
I 



-S(O) jNR 12 R 1A 



wherein i and j are independently 0, 1, 2, 



# 
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R\-3 / R i4' R 15' R 16 are eactl independently hydrogen, lower 
alley, alkaryl of from 7 to 10 carbon atoms; and 

NR 13 R 14 ^ s also roono or bicyclic ring with one to 
four heNiero atoms as N,0,S. 



14. A method for treating gastrointestinal 
ulcers in a\mammal comprising administering an effective 
gastrointestinal ulcer treating amount to a mammal in need 
thereof a compound of Formula I: 




Formula I 



wherein w, X, Y and Z are each inde pend ently selected from 
C-R 3 , C-R 4 , C-R 5 , C-Rg and N (nLtrog^rrh-and^ that no more 
than two of W, X, Y and Z are N;( 

wherein R 3 , R 4 , R 5 and RA are each independently 
hydrogen, hydroxy, sulfhydryl, lower alkpxy (1-4 carbon 




atomsx) , lower alkyl 
N02^N^OR^^or NR 7 Rq; 
wherein R 7 and Rg are independently hydrogen or lower 



atoms), lower thioalkoxy (1-4 carbo 
(1-4 carbon atoms) , halo, CN, CF3 



alkyl (1-4 carbon atoms); 

M is oxygen or sulfur; 

A is selected from the group consisting of; 

O O 

II II 
-N-C-0(CH 2 ) n , -N-C- (CH 2 ) n -, 



L ll 



R 



11 



• 



U.S.S.N.: 08/545,241 41 PD - 5117 - Pi - 4 1 - EMA 




U.S.S.N.: 08/545,241 42 PD - 5117 - Pi - 4 1 - EMA 



wherein R^^ and R^ 2 are independently hydrogen or 
Idwer alkyl (1-4 carbon atoms); n = 0 or 1; 

\ R^ and R 2 independently are: 
an alkyl of 1 to 6 carbon atoms, 

unsubstivtuted, mono or polysubstituted phenyl or 
poly aroma tic , 

unsubstituted, mono or polysubstituted heteroaromatic, with 
hetero atonies) N (nitrogen), O (oxygen) and/or S (sulfur) 
or, \ 

unsubstituted, mono or polysubstituted aralkyl, 

\ 

unsubstituted, mono Nor polysubstituted cyclo or 

polycycloalkyl hydrocarbon, or 
mono or polyheterocycle \(3 to 8 atoms per ring) with one to 
four hetero atoms as N (nitrogen) , O (oxygen) or S 
(sulfur) ; and 

wherein the substitutions are selected from 

- hydrogen 

- lower alkyl of 1-4 carbo 

- (CH 2 ) i0 R 13 

(CH2 ) i^^i3 

- trif luoromethyl 

- nitro 

- halo 

- cyano 

- azido 

- acetyl 




R 



16 



15 



COOR 13 



\ 




(CH 2 ). OC(O) R : 
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S(0)j R x3 



(CH 2 ). OGIO) R 13 



S CO) j i? 13 




wherein 



are independently 0, 1, 2, 



R 



13' R 14' R 15' R 16 are each independently hydrogen, lower 
alky, alkaryl of from 7 to 10 carbon atoms; and 

NR 13 R 14 ^ s also mono or bicyclic ring with one to 
four hetero atoms as N,0,S. 



45. (New) A method of treating psychosis in a 
mammal comprising administering an effective psychosis in 
a mammal comprising administering an effective psychosis 
treating amount to a mammal in need thereof a compound of 
Formula I : 
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^rV t V NHARl 

M 




Formula I 



wherein w, X, Y and Z are each independently selected from 
C-R3, C-R 4 , C-R 5 , C-r\ and N (nitrogen) and that no more 
than two of W, X, Y and Z are N; 

wherein R 3 , R 4 , R^Xand Rg are each independently 
hydrogen, hydroxy, sulfhydryl, lower alkoxy (1-4 carbon 
atoms), lower thioalkoxy (l-4\^carbon atoms), lower alkyl 
(1-4 carbon atoms), halo, CN, CF v3 , N0 2 / COOR 7 or NR 7 R 8 ; 

wherein R 7 and Rg are independently hydrogen or lower 
alkyl (1-4 carbon atoms); 

M is oxygen or sulfur; 

A is selected from the grisjup consisting of: 
O O 



-N-C-0(CH 2 ) n , -N-C- (CH 2 ) n -, 



R 



11 



R 



11 




O 
II 

■N S- (CH 2 ) , -N-C-N- (CH 2 ) n , -N-C-N- (CH 2 ) n . 



R 1:L O 



R ll R 12 



R ll R 12 



NH 



-N-C-N- (CH?) n , 
R ll R 12 



NCN 
II 

-N-C-N- (CH 2 ) n , 
II 
R ll R 12 
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N-NO- 



NH 



NCH- 



^N-C-0- (CH 2 ) n , -N-C-0- (CH 2 ) n , -N- CN- (CH 2 ) n , 



ri 



: ii 



R 11 R 12 



N - NO $ 

II \ 
•N-C-N- (CHo) n , 

I I \ 
R ll R 12 \ 



O 
II 

-N-C-N-S0 2 (CH 2 ) n , 
R ll R 12 



-N-C- (CH 2 ) n , 



■O-C-N- (CH 2 ) n , 



R 



11 



O 



\n 

•N-S.-N- (CH 9 ) 
I II H 



"11 



O R 




■N-C-N-S0 2 (CH 2 ) n - , 



R ll R 12 



O 
II 



-O-S-N- (CH ? )_, -O-C- (CHp)-, 
II | n 2 n 

o r i:l 



o s 

II II 

■0-C-0(CH 2 ) n , -0-C-(CH 2 ) , and -0-(CH 2 ) n , 




wherein R-^ and R 12 are independently hydrogen or 
lower alkyl (1-4 carbon atoms); n = 0 or 1; 

and R 2 independently are: 
an alkyl of 1 to 6 carbon atoms, 

unsubsti tuted, mono or polysubstituted phenyl or 
polyaromatic , 

unsubstituted, mono or polysubstituted heteroaromatic, with 
hetero atom(s) N (nitrogen) , O (oxygen) and/or S (sulfur) 



or, 
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.unsubstituted, mono or polysubsti tuted aralkyl, 
uHsubstituted, mono or polysubstituted cyclo or 

pblycycloalkyl hydrocarbon, or 
mono or polyheterocycle (3 to 8 atoms per ring) with one to 
four het^ero atoms as N (nitrogen) , O (oxygen) or S 
(sulfur) ^and 

wherein the substitutions are selected from 

- hydrogen 

- lower alkyl of\L-4 carbon atoms, 

" (CH 2 ) i0 R 13 

" (CH 2 ) iS R 13 

- trif luoromethyl 

- nitro 

- halo 

- cyano 

- azido 

- acetyl 

\ 



v 16 



COOR 13 




\ 



^15 / 



\ 



/ R \ 



-CONR 13 R 14 




(CH 2 ) i OC(O) R. 



• 
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v 16 



v 15 



S(O) iNR^R 



wherein i and j are independently 0, 1, 2, 
R 13' R 14' R 15' R 16 are eacl1 independently hydrogen, lower 
alky, alkaryl of from 7 to 10 carbon atoms; and 

NR 13 R 14 is also mono or bicyclic ring with one to 
four hetero atoms as N,0,S. 



46. (New) A ^method^o^^locking drug or alcohol 
withdrawal reaction in a mammal comprising administering an 
effective withdrawal reaction blocking amount to a mammal 
in need thereof a compounoL of Formula I : 




HAR, 



Formula I \. 

wherein W, X, Y and Z are each independently selected from' 
C-R 3 , C-R 4 , C-R 5 , C-R 6 and N (nitrogen) and that no more 
than two of W, X, Y and Z are N; 
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wherein R 3 , R 4 , R 5 and Rg are each independently 
vhydrogen, hydroxy, sulfhydryl, lower alkoxy (1-4 carbon 
a\pms) , lower thioalkoxy (1-4 carbon atoms), lower alkyl 
carbon atoms), halo, CN, CF 3 , NO; 



COOR 7 or NR 7 Rq| 



wherein R 7 and Rg are independently hydrogen or lower 
alkyl carbon atoms) ; 

M is oxygen or sulfur; 

A isNselected from the group consisting of: 



O 
II 

-N-C-0(CH 2 ) , \N-C- (CH 2 ) n - , 



c ll 



R ^l 



\ 



O 



0 



N- 



-S-(CH 2 ) n , 



R ll 0 



-N-C-N- (CH 2 ) n , 



R ll R 12 



•N-C-N- {CH P ) n , 
I I 



R ll R 12 



NH 
II 

N-C-N- (CH 2 ) , 



R ll R 12 



N-NO- 



NCN 



■N-C-N(- (CH 2 ) n 



R ll R 12- 



NH 




NCH- 



-N-C-0- (CH 2 ) n , -N-C-0- (CH 2 ) n , -N-CN- (CH 2 ) n< 



^11 



l ll 



R 11 R 12 



N-NO- 
II ' 



O 
II 



N-C-N- (CH 2 ) n , -N-C-N-S0 2 (CH 2 ) n 



I I 



R ll R 12 



I I 



R 11 R 12 



N-C- (CH 2 ) n , 



c ll 



O . S 

II II 

•N-S-N- (CH 9 )_,, -N-C-N-SO, (CH 0 ) n - 

| II I I I 



R ll° R 12 



R 11 R 12 
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-O-C^Jj (CH 2 ) 

O \ O S 

II \ II II 

■O-S-N- (CH 2 ) n \-0-C- (CH 2 ) n , -O-C-N- (CH 2 ) nJ 

R 11 

-0-C-0(CH 2 ) n/ -O-C- CCH 2 ) n/ and -0-(CH 2 ) n , 




wherein R-^ and R^^are independently hydrogen or 
lower alkyl (1-4 carbon atoms); n = 0 or 1; 

R.^ and R 2 independently^are : 
an alkyl of 1 to 6 carbon atoms^ 

unsubstituted, mono or polysubsti^tuted phenyl or 
poly aroma tic , 




unsubstituted, mono or polysubsfcitutedv heteroaromatic, with 
hetero atom(s) N (nitrogen) , o\ (oxygen) and/or S (sulfur) 
or, 

unsubstituted, mono or polysubsti t^ted aralkyl, 

\ \ \ 

unsubstituted, mono or polysubstituted cyclo ,or 
polycycloalkyl hydrocarbon, or \ \\ 
mono or polyheterocycle (3 to 8 atoms per\ring) >^ith one to 
four hetero atoms as N (nitrogen) , 0 (oxygen) or\S 
(sulfur) ; and \ \^ 

wherein the substitutions are selected from 

- hydrogen 

- lower alkyl of 1-4 carbon atoms, 

- (CH 2 ) i OR 13 

- (CH 2 ) iS R 13 

- trif luoromethyl 

- nitro 

- halo 
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wherein i and j are independently 0, 1, 2, 
'13' R^4/ R i5' R i6 ar ^ each independently hydrogen, lower 
\lky, alkaryl of from 7 to 10 carbon atoms; and 

NR 13 R 14 -*- s also m o no or bicyclic ring with one to 
fourNhetero atoms as N,0,S. 



,47. (New) A method of treating pain in a mammal 
comprising Administering an effective amount to a mammal in 
need thereof^ compound of Formula I: 




Formula I 



wherein W, X, Y and Z are each^ independently selected from 
C-R 3 , C-R 4 , C-R 5 , C-Rg and N Cnitrogen) and that no more 
than two of w, X, Y and Z are N; 

wherein R 3 , R 4 , R 5 and R g ark each independently 
hydrogen, hydroxy, sulfhydryl, lower alkoxy (1-4 carbon 
atoms), lower thioalkoxy (1-4 carbon atoms) ,\ lower alkyl 



COOR-7 c*r NR^R 



(1-4 carbon atoms), halo, CN, CF 3 , NO- 

wherein R 7 and Rg are independently hydrogei^N 

alkyl (1-4 carbon atoms); 

M is oxygen or sulfur; 

A is selected from the group consisting of 
O O 



7^8' 
or lower 



■N-C-0(CH 2 ) n , -N-C- (CH 2 ) n -, 



R 



11 



^11 
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R ll R 12 



N-NO 



■N-C-N- (CH 7 ) nl 

II 2 

R 11 R 12 



■N-C-N- (CH 9 ) nl 
II 2 n 

R ll R 12 



NCN 



•N-C-N- (0^ 2 ) n ' "N-C-N- (CH 2 ) n , 



R ll R 12 



■N-C-0- (CH 2 ) n , -lj^C-0- (CH 2 ) n , -N-CN- (CH 2 ) n , 



c ll 



N-N0-, 
II 

N-C-N- (CH 2 ) n , -N-C-N-S0 2 JOJ 2 .). n ^ 



R 11 R 12 



l ll 




NCH- 



S O 

II II 
N-C- (CH 2 ) n , -N-S 



■N-S0 2 (CH 2 ) n - 



R ll° R 12 



%1 R \2 

\ 



O-C-N- (CH 2 ) n< 
R ll 



O OS 

II II II 

O-S-N- (CH 2 ) n , -0-C-(CH 2 ) n , -O-C-N- (CH 2 ) nl 



O R 



11 



L ll 



O S 

II II 
•0-C-0(CH 2 ) n , -0-C-(CH 2 ) n , and -0-(CH 2 ) n , 



• 
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. wherein and R 12 are independently hydrogen or 

rower alkyl (1-4 carbon atoms) ; n = 0 or 1; 

\ R-^ and R 2 independently are: 
an aj>kyl of 1 to 6 carbon atoms, 

unsubsoituted, mono or polysubstituted phenyl or 
polyaromatic , 

unsubsti tubed, mono or polysubstituted heteroaromatic, with 
hetero atorhsfs) N (nitrogen) , O (oxygen) and/or S (sulfur) 
or, \ 
unsubstituted, iiWlo or polysubstituted aralkyl, 
unsubstituted, mono or polysubstituted cyclo or 

polycycloalkyl hydrocarbon, or 
mono or polyheterocycJ>e (3 to 8 atoms per ring) with one to 
four hetero atoms as N \nitr ogen) , O (oxygen) or S 
(sulfur) ; and 

wherein tflne substitutions are selected from 

- hydrogen 

- lower alkyl of l-4\carbon at^ms, 

- (CH 2 ) i OR 13 

- <cH 2 >iSR 13 

- trif luoromethyl 

- nitro 

- halo 

- cyano 

- azido 

- acetyl 



v 16 



COOR. 



13 



v 15 



\ 
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(CH 2 ) OC(O) R. 
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-S(0)j R 13 



(CH 2 ). OC(O) R 13 



( *ie \ 



V ^15 / 



S(0)j R 13 




and 



S (O) jNR 13 R t 4 



wherein i and j are independently^) , 1, 2, 
R 13' R 14' R 15' R 16 are eactl independently hydrogen, lower 
alky, alkaryl of from 7 to 10 carbon atoms; anc 

NR 13 R 14 -*- s also mono or bicyclic ring wi>th one to 
four hetero atoms as N,0,S. 

48. (New) A method of treating aVid/or 
preventing panic in a mammaol comprising administering an 
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effective amount to a mammal in need thereof a compouond of 
Formula I : 



x rV^r NHARl 




Fonnulc 



wherein W, X, Y and z\re each independently selected from 



nd N (nitrogen) and that no more 



than two of W, X, Y and A, are N; 



wherein 



i.g are each independently 



lower alkoxy (1-4 carbon 
carbon atoms) , lower alkyl 



NO' 



COOR 7 or NR 7 Rg; 



ndently hydrogen or lower 



hydrogen, hydroxy, sulfhyd 

atoms) , lower thioalkoxy 

(1-4 carbon atoms), halo, 

wherein R 7 and Rg are 

alkyl (1-4 carbon atoms); 

M is oxygen or sulfur; 

A is selected from the grouj) cdnsisting of 

O O 
II I! 

-N-C-0(CH 2 ) n , -N-C- (CH 2 ) n -, 




^11 



R 



11 



O 

II 

-N S- (CHo) n , 

I II 2 n 

R 1X O 



O 



N-C-N- (CH 2 ) n , -N-C-N- (CH 2 ) n , 



R ll R 12 



R ll R 12 
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NH 



NCN 



•C-N-(CH 2 ) n , -N-C-N- (CH 2 ) n< 



R ll R 12 



N-NO- 



: 11 



NH 



NCH- 



■N-C-0- (CH^, -N-C-0- (CH 2 ) n , -N-CN- (CH 2 ) n< 



R 11 R 12 



N-NO- 



N-C-N- (CH 2 ) n , -N-6^N-S0 2 (CH 2 ) n , 



R ll R 12 



•N-C- (CH 2 ) n< 



c ll 



■O-C-N- (CH 2 ) n , 



R 



11 



-N-S-N- (< 

I II I 
R ll° R 12 



< -N-C-N- S0 2 (CH 2 ) n - 




R ll R 12 



0 



O 
II 



O-S-N- (CH 2 ) n , -0-C-(CH 2 ) n , -O-C-N- (CH 2 ) n< 



O R 



11 



R 



11 



o s 

II II 

■0-C-0(CH 2 ) , -0-C-(CH 2 ) , and -0-(CH 2 ) , 



wherein R-^ and R-^ 2 are independently hydrogen or 
lower alkyl (1-4 carbon atoms); n = 0 or 1; 

R^ and R 2 independently are: 
an alkyl of 1 to 6 carbon atoms, 
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^substituted, mono or polysubstituted phenyl or 
\po ly a roma t i c , 

uns^ibstituted, mono or polysubstituted heteroaromatic, with 
hetbro atom(s) N (nitrogen) , O (oxygen) and/or S (sulfur) 
or, \. 

unsubsti tutted, mono or polysubstituted aralkyl, 
unsubstituteS, mono or polysubstituted cyclo or 

polycycloalkya hydrocarbon, or 
mono or polyheterocycle (3 to 8 atoms per ring) with one to 
four hetero atoms \s N (nitrogen) , O (oxygen) or S 
(sulfur) ; and f \ 

wherein the substitutions are selected from 

- hydrogen \ \ 

- lower alkyl of x\4 carbon atoms, 

- (CH 2 ) i0 R 13 X. \ 

- (CH 2 ) i SR 13 \ 

- trif luoromethyl \ \ 

- nitro \ 

- halo \ 

- cyano \ 

- azido \ 

- acetyl \ 



*16 ^ 



k *15 J 



-COOR. 



13 
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I 2 ). OC(O) R 13 



S(0)j R 13 




wherein \ and j are\ independently 0, 1, 2, 



R 14' R 15' R 16 



each independently hydrogen, lower 
alky, alkaryl of from\7 to 10 carbon atoms; and 

NR 13 R 14 -*- s also^mono or tricyclic ring with one to 
four hetero atoms as N,0,S\ 



49. (New) A method of dragnosis of gastrin- 
dependent tumors in a mammal, comprising administering to 
the mammal in need thereof an effective cliagnosing amount 
of a radiolabelled iodo compound of Formula,!: 
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x rV ? V NHARl 

M 



Formula I 

wherein W, X, 
Y and\z are 
e a V h 
independently 
selected frota 
C-R^, ^~^4' C - 
than two of W, X 
wherein R3 

hydrogen, hydroxy, Vulfhydryl, lower alkoxy (1-4 carbon 
atoms) , lower thioalkb^xy (1-4 carbon atoms) , lower alkyl 



C-Rg and N (nitrogen) and that no more 
Y and Z are N; 

are each independently 



(1-4 carbon atoms), halc\, CN, CF3 



COOR 7 or 3STR 7 Rgi 



wherein R 7 and Rg aret independently hydrogen or lower 
alkyl (1-4 carbon atoms); 

M is oxygen or sulfur; 

A is selected from the gr^up consisting of: 

O O 

II II 
-N-C-0(CH 2 ) , -N-C- (CH 2 ) - , 



R 



11 



O 



-N- 



■S-(CH 2 ) n , 



R ll ° 



NH 



■N-C-N- (CH ? ) n# 
II 
R ll R 12 



N-N0 0 
II 

-N-C-0- (CH 2 ) n , 
R ll 




N-C-N- (CH 9 ) n 
II 



R ll R 12 



NCN 

II 

-N-C-N- (CH 2 ) n , 
R ll R 12 



■N-C-0- (CH 2 ) n , -N-CN- (CH 2 ) nl 



^11 



R 11 R 12 
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N-NO 



O 
II 



N-S^-N- (CH 2 ) n , -N-C-N-S0 2 (CH 2 ) n , 



R ll R 12 



■N-S-N- (CH 2 ) n , 
I II I 2 n 



N-C-N-S0 2 (CH 2 ) n - 



R ll R 12 




O O \ S 

II II 
O-S-N- (CH 2 ) , -O-C- (CH 2 ) n A-0-C-N- (CH 2 ) n# 



wherein R 11 and R 12 are \independently hydrogen or 
lower alkyl (1-4 carbon atoms); r\^= 0 \r 1; 

and R 2 independently are: \ 
an alkyl of 1 to 6 carbon atoms, 

unsubstituted, mono or polysubstituted phenyl or 
po ly a r oma tic, 

unsubstituted, mono or polysubstituted heteroarohiatic, with 
hetero atom(s) N (nitrogen) , O (oxygen) and/or S\( sulfur) 
or, 

unsubstituted, mono or polysubstituted aralkyl, 
unsubstituted, mono or polysubstituted cyclo or 
polycycloalkyl hydrocarbon, or 
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npno or polyheterocycle (3 to 8 atoms per ring) with one to 
four hetero atoms as N (nitrogen) , O (oxygen) or S 
(su\fur) ; and 

wherein the substitutions are selected from 

hydrdgen 

lower a\Lkyl of 1-4 carbon atoms, 
(CH 2 ) iOR^Sj 





